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Notification of the First Office Action 
(PCT Application in the National Phase) 

1 eaThe aoDlicant requested examination as to substance and examination has been carried °"J 

• SSv^fdS<3?SS application for invention under Article 35(1) of the Patent Law of the People s 
Peniihlic ofChina (hereinafter referred to as 'the Patent Law ). .... , , 

□ ^e cSi^se St Office has decided to ermine the application on its own initiative under Article 
35(2) of the Patent Law. 

2 H The applicant claimed priority/priorities based on the application(s): 
' filed in JP on Aug.29. X99S . filed in 

on . fiied in 



filed in 



on 
on 



3. □ Thefollowing amendments submitted bytheapplicantarenotacceptable under Alt. 33 ofdic Patent 

□ The Chinese translation of ihc amendments annexed to the IPEA Report. 
O The Chinese translation of the amendments made under Art. lU otv^i. 

n The amendments made under Art. 28 or Art. 41 of PCT. i>^»^„4. t 

□ The Zendments made under Rule 5 1 of the Implementing Regulations of the Patent 

Specific Sso^JS^STamendments are not acceptable are set forth in the text portion of this Notification. 

4 HExamination was directed to the Chinese translation of the Intetn^oi^l Application as originally filed 
■ □ Examination was directed to the application documents as specified below: 

□ DescriptionD Pages. 

filed 

□ Pages , 

□ Pages 

□ Pages 



to the application documents as specitiea oeiow. _ 
_of thfc Chinese translation of the International Application as originally 



□Claims □ 

□ 
□ 
□ 



□Drawings 



D 
□ 
□ 
□ 



_of the Chinese translation of the amendments annexed to the IPEA Report. 

of the amendments made under Art. 28 or Art. 4 1 of PCT. 
:^o fthe amendments made under Rule 51 of the Implementmg Regulations of 

Th* ChS^SI^lation of claims ^of the International Application as originally 

filed. 

The Chinese translation of claims , 
The Chinese translation of claims . 
The Chinese translation of claims , 
ofPCT. 

The amendments of the claims — 

P^gS^^'**'"%t*e Sse^rLlation of the hitemational Application as oiigma^^^ 

Pages o f the Chinese translation of the amendments annexed to the IPEA Report. 

Paces o f the amendments made under Art. 28 or Art. 41 of PCT. 
Pales ZZIof amendments made under Rule 51 of the Implementing Regulations of 



_ ofthe amendments made under Art. 19 of PCT. 

^of the amendments annexed to the IPEA Report. 

of the amendments made under Art. 28 or Art. 4 1 

_made under Rule 5 1 of the Implementing 



5 B Beu™, tiSSS cited in U»s Office Acdon (*e «fe«no. numb«(s) ™n be u.ed Aroughout 

the exanfiination procedure): 



NO. 


Number(s) orTitlc(s) of Reference(s) 


Dale of PubliCAtion 
(cxr the filing dale of conniciing ftppUcalion) 


1 


HEPATOLOGY, 19(4):962-72 




2 


J BIOL CHEM, 266(6):3361-4 


Xyfr^nt^* Year- 1991 


3 




Date: Month: _Year: 


4 




Date: Month: _Year: 


5 




Date: Month: _Year: 



6. Conclusions of the Action: 

° ^^^r comained ta fl» app.ic=^on i« not P^^^'^'^^^ *' 

n The descriotion does not comply with Article 26 paragraph 3 of the Patent Law 
S ^ie StffiSption dl^ not comply with Rule 18 of the Implementmg Regulations. 

<?"o«;mlT^' is/are not patentable under Article 25 ofthe Patent Law. 

O %S^;^fT:^^lf^"^^^ss the novelty as required by Axtide 22 paragraph 2 of the Patent 
B aSm(5) id does/do not possess the inventiveness as required by Article 22 paragraph 3 of the Patent 

□ Sm(s) does/do not possess the practical applicability as required by Article 22 paragraph 4 of 

n cSs? does/do not comply wilh Article 26 paragraph 4 of the Patent Law. 

7 In view of the conclusions set forth above, the Examiner is of the opmon 11^ 

8. mc-fcitowings should be taken into consideration by I"' =PP'«^"^^.'^^^<;„ „ifti„ 4 months 
<'>^.^t£f.e*:f''.S?^'S"**5S;Sn1f™^ 

met, the application shall be "^^.J"" ^'^^itv »ith the provisions of Article 33 of the 

'■''A'i^Zi^^^^^Z^^ l^^ ^' format „^ the substi,.«ion should be in 
«St^ '^P^r,r^J"7^^SZ^^'«^a.6 to or h».ded over 
f^'^&%Srr,^^"^Src?S or handed over to the 

9 TtaSsSS. contaim a text portion of 1 pages and the «,llo«ing anachm«.ts: 
a 1 cited reSsrenccCs), totaling 1^ 

ExanunationDept Btantiner Su.,Gu.npiu Seal of the Exannnation Dcpartnurn. 



I T I ti-\\i I -^ly.r^x (-rarsti?. i-m-ii_i. 



Chinese Patent Application No. 96197349.8 

Text Portion of the Notification of the First Office Action 

1 Claim 1 seeks to protect a medicament comprising HGF gene. The cited 
reference 1 (D1, Hepatology. 1994. 19(4):962-72. see the abstract) discloses 
that the liver repair of HGF-transgenic mice can be inaeased. In view of the 
pharmacological activity of HGF gene disclosed in D1. it is obvious for the 
person skilled in the art to useHGF gene as an active component of a 
medicament. Hence, claim 1 does not possess the inventiveness as required 
by Article 22(3) of the Patent Law. 

2 Claim 2 seeks to protect a liposome containing a HGF gene. The cited 
reference 2 (D2. J Biol Chem. 1991 . 266(6).3361-4. see the abstract) discloses 
a process for encapsulating heptatitis B virus surface antigen gene in 
liposomes and introducing it into cells by HVJ (hemagglutinating vims of 
Japan)-mediated membrane fusion to express exogenous protein in the cells. 
It is obvious for the person skilled in the art to encapsulate therapeutic HGF 
gene into a liposome to use as a medicament of gene treatment on the basis of 
D1 and D2. Hence, the content of claim 2 is obvious, and does not possess the 
inventiveness as required by Article 22(3) of the Patent Law 

3 Claim 3 defines the liposome in claim 2 as a membrane fusion liposome 
fused to Sendai vims, which has been disclosed in D1. Therefore, in view of 

■ claim 2 does not possess inventiveness, claim 3 does not possess the 
Inventiveness as required by Article 22(3) of the Patent Law. either. 

4 Claim 4 seeks to protect a medicament comprising a liposome according to 
claim 2 or 3. In view of the disclosures of D1 and D2. for the same reason 
above-mentioned, claim 4 does not possess the inventiveness as required by 
Article 22(3) of the Patent Law, either. 

5 The subject matter of claims 5 and 6 is a medicament, but their 
characterizing portion is the use of said medicament, which renders cla.ms 5 
and 6 unclear, and thus do not comply with Rule 20(1) of the Implementing 
Regulations of the Patent Law Even if the applicant amend claims 5 and 6 into 
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use claims to overcome the above defect, claims 5 and 6 still do not possess 
the inventiveness as required by Article 22(3) of the Patent Law. Firstly, the 
medicament in claims 5 and 6 does not possess inventiveness, and secondly, 
HGF protein can be used in the treatment for arterial diseases and cartilage 
injury according to the disclosures contained in the description. Well then, it is 
obvious that the HGF gene after expression by introducing it into body v^ith 
transgenic technique has same pharmacological activity as HGF protein, i.e., it 
is obvious that HGF gene potentially has the use for treating arterial diseases 
and cartilage Injury. 

In sum. all claims in the present application are not allowable. Moreover, even 
if the applicant limits the protection scopes of the claims according to the 
content disclosed in the examples, said claims still do not possess 
Inventiveness over the disclosures of D1 and D2 (see the reason in above 
paragraphs). That is to say, the description also contains no allowable 
substantive content. If the applicant fails to submit sufficient reasons to prove 
that the application does have patentability within the time limit specified in the 
Notification, it will be rejected. 
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Entre.-PubMed ^^^^ ^ ^ ^(h^ 1/i 

o,r r,ec/c^ .-a-jAii/l L ( \~> 2. J ff Reteted ArticJes. Links 

T Bio l Chem 1991 Feb 25: 266(6) : 3361*4 Vjl.jx 

ExDression of hepatitis B virus surface antigen in adult rat liver. 
Co-Introduction of DM and nuclear protein by a simplified liposome 
method. 



Kato K, Nakanishi M. Kaneda Y. Uchida T. Okada Y. 

Institute for Molecular and Cellular Biology. Osaka University, Japan. 

We established a simple and efficient method for gene transfer 
cuUuJed cells) and in vivo (to an adult organ) using liposomes. Plasmid DNA 
?nd n^oteins were efficiently co-encapsulated in liposomes by agitation and 
^ 'nicrtron 'anner; co-introduced into cells by he-«glutinating v,.^ 
Japan (HVT) -mediated membrane fusion. Introduction of the Escherichia coU 
be?a-ga]actosidase gene with non-histone chromosomal protein high mobility 
^oup r W.I) into LLCMK2 cells resulted in about 3 times higher beta- 
Slactosidase activity than that on introduction of the gene alone. Iwo d^ys 
aner injection of HVJ-liposomes containing the beta-galactosidase gene and 
SMCrunSer^ihrperisplancLic membrane of -^^'l l^J^lll^^^^^^^^ 
npar the Iniection site were found by 5-bromo-4-chloro-3 indoiyi beta v 
gaUc^oside s?a ning to have beta-galactosidase activity. After similar 
fniection of H?J-liposomes containing the hepatitis B virus surface antigen 
(SesAg gene and HMGl. HBsAg was detected in the serum for 9 days with a 
maximum of 25-45 ng/ml on day 2 after the injection. 



